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Prevention and treatment of child and adolescent
depression: challenges and opportunities

B. Vitiello*
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Objective. To examine the current theoretical rationale and empirical evidence for preventing and treating major
depressive disorder in childhood and adolescence.

Methods. Selective review of recent controlled investigations on the efficacy and safety of preventive and treatment
interventions.

Results. Even more than in adults, pediatric clinical trials in depression are dominated by symptomatic improvement
with non-specific clinical contact (on average, 50% ‘placebo response’). The additional benefit of specific psychothera-
peutic or pharmacological treatment is on average modest. Antidepressant medication is effective in speeding up
improvement, but more than a third of patients do not reach full remission even after prolonged treatment. The advan-
tage of routinely combining medication with cognitive-behavioral therapy (CBT) is unclear. Depressed suicidal adoles-
cents can benefit from CBT and medications. CBT can protect high-risk youths from developing a depressive episode.

Conclusions. Effective interventions to prevent and treat depression in youth exist, but their therapeutic benefit
appears to be, on average, small, possibly due to the clinical heterogeneity subsumed under the current diagnostic con-
struct of depressive disorder. More specifically, targeted interventions tailored to individual clinical and biological
characteristics may result in greater effectiveness and overall efficiency.
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Introduction factor for suicide, which is the third leading cause of
death between 15 and 19 years (Centers for Disease
Control and Prevention, 2006). In recent years, the
diagnosis of depression has become more commonly
made in youth, due to an increased awareness of the

problem, at least in the U.S.A. There is, however, no

Depression is one of the main causes of disability
across the lifespan (Mathers et al. 2005; Kessler et al.
2009), and in about 25% of the cases has onset by
age 19 (Kessler et al. 2005). Difficult to identify before
age 6, major depressive disorder has an estimated

. . convincing evidence that the actual prevalence of
point prevalence of about 1-2% in elementary school & P

depression in the population has been increasing
over time (Costello et al. 2006).

If the importance of preventing and treating mood
disorders is undisputed, there is considerable contro-
versy over the effectiveness and safety of the currently
available therapeutic interventions for children and

years, and becomes much more common with puberty,
achieving a rate of 4-6% in adolescence (Merikangas
et al. 2010). Puberty represents a turning point in the
phenomenology of depression, as also indicated by
the change in the male:female prevalence ratio,
which is 1:1 before puberty and 1:2 afterwards.
Depression has considerable morbidity in adoles-
cence, impairing social and academic functioning and
increasing the risk for substance abuse and suicidal be-

adolescents. This article examines the theoretical
rationale and empirical evidence for early prevention
and treatment of major depressive disorder in light

of the most recent research findings.
havior. In the U.S.A., mood disorders rank first among fOSE fecent Tesearch nding

the causes of pediatric hospitalization between 13 and
17 years (Owens et al. 2003), and constitute a major risk ~ Diagnosis of depression in childhood and

adolescents: How valid? How informative?

An accurate identification of depression and its antece-
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dents is a prerequisite for developing interventions.
The current diagnostic construct of depression was
first developed for adults and later applied to
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adolescents and children. The lack of a biological
marker for depressive disorder makes the diagnosis
entirely dependent on clinical phenomenology and
clinical judgment. Because the distribution of depress-
ive symptoms in the population follows a continuous
curve without any obvious point of inflection, the defi-
nition of depressive disorder relies on a conventional
threshold of symptoms in the presence of dysfunction
(Regeer et al. 2006). This diagnostic approach, whose
limitations are apparent, but for which there is cur-
rently no practical substitute, results in a hetero-
geneous category that conveys little information
about course, prognosis and treatment implications.
In this nosological context, it is hardly surprising that
any generalization about treatment effectiveness is dif-
ficult to make, and that clinical trials have been marred
by high rates of placebo response.

However, despite the problems with the current
nosology, the diagnosis of depression retains a clinical
value also in childhood and adolescence. With the help
of structured and semi-structured interviews, the diag-
nosis has both inter-rater and test-retest reliability.
Prospective studies have documented continuity
across life, as depressed children are at increased risk
for depression in adolescence and then in adulthood.
This relationship is not inevitably deterministic, and
both homotypic (i.e. depression leading to depression)
and heterotypic (i.e. anxiety leading to depression and
vice versa) continuity can occur (Costello et al. 2003).
The data are suggestive of a common underlying dia-
thesis toward anxiety—depression, whose clinical
manifestations can vary in time within the same indi-
vidual. The frequent association of depression with
other conditions, such as disruptive behavior disorders
and substance abuse, adds further complexity. In fact,
the prognosis of adolescent depression is substantially
worse when it is associated with comorbid conditions
(Copeland et al. 2009). Finally, an additional challenge
in early life is the diagnostic uncertainty surrounding
the proper nosological meaning of major depressive
episode, as this may be the first manifestation of a
bipolar disorder whose manic component is yet to
emerge.

In evaluating the effectiveness of therapeutic inter-
ventions for child and adolescent depression, it is
important to be mindful of the limitations of the noso-
logical context in which these interventions were
developed and tested.

Prevention of depression in youth: Is it possible?
Is it cost-effective?

The theoretical rationale for trying to prevent
depression is compelling, when considering that the
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personal and societal burden of this illness is consider-
able and that treatments,
implemented according to best practice, take weeks
to reduce symptoms, months to restore functioning
and are ineffective in about a third of the patients.
Thus, even if depression could be promptly identified
and treated with state-of-the-art interventions, it
would still be impossible to avert its burden comple-

current even when

tely, hence, the appeal of prevention. This rationale is
especially applicable to early prevention, in childhood
and adolescence, because this would maximize any
beneficial impact on the course of illness across the life-
span. There is evidence that high levels of psychiatric
symptoms in childhood are powerful predictors of
psychopathology later in life. For example, in a
Finnish sample, a simple screening of 8-year-old chil-
dren conducted by parents or teachers could identify
80% of the males who would commit, or seriously
attempt, suicide by age 25, and for every 20 boys
who screened positive, one displayed lethal or near-
lethal suicidal behavior in the following 17 years
(Sourander et al. 2009). These are clear indicators that
early identification of the precursors of severe psycho-
pathology is possible.

Different approaches to the prevention of
depression can be envisioned. A number of universally
implementable strategies, such as preventing bullying
in schools, increasing physical activity and fighting
obesity, can have a general benefit on the health and
mental health of children, and these positive effects
would likely extend also to reducing stress, anxiety
and depression. Universal interventions are to be
considered, and their cost effectiveness evaluated, in
the broader context of enhancing general health, with
prevention of depression being just one component. At
this time, no controlled investigations have evaluated
with sufficient statistical power the potential impact of
universal interventions on health and depression.

Another approach has been to focus on interven-
tions targeted at youths at high risk for developing
an episode of major depression. History of depression
in the first-degree family, personal history of previous
depression, presence of anxiety or subsyndromal
depressive symptoms, each contributes to elevate the
risk for subsequent depression. Adolescents with sub-
syndromal depression, for example, have an increased
risk for depression and suicidal behavior in adulthood
(Fergusson et al. 2005). Preventive intervention for
high-risk youths mainly consists of cognitive-
behavioral therapy (CBT), typically provided in
group sessions (Clarke et al. 2001).

A course of 8 weekly group CBT sessions followed
by 6 monthly continuation sessions significantly
decreased the incidence of depressive episode from
33% (with usual care) to 21% (Garber et al. 2009).
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The difference in rates corresponds to a number
needed to treat (NNT) in order to prevent one case
of depression of 9. This NNT compares favorably
with the NNT for antidepressant treatment in adoles-
cent depression, which is on average 10 (Bridge ef al.
2007). In this study, the presence of depression in at
least one of the parents had a significant moderating
effect on the outcome: youths whose parents were
depressed did not benefit from the preventive inter-
vention. These data are consistent with other reports
that parental depression influences the mood of the
offspring. During treatment of depressed adults,
remission of maternal depression was accompanied
by a reduction in the child’s depressive symptoms;
on the contrary, failure to remit was associated with
worsening in the child’s outcome (Weissman et al.
2006). Thus, it appears that in order to properly
address depression during development one must
take into account the mental health of the parents
and coordinate treatment of the child and family in
an integrated and comprehensive manner.

If there is evidence that depression can be prevented
in high risk youth in the short and intermediate term
(i.e. within about one-year time frame), it remains to
be determined whether the preventive effect extends
into future years. It is theoretically plausible that
CBT should provide enduring skills that could protect
youths from developing depression (Hollon et al.
2006). Empirical evidence, however, is still lacking,
and long-term, prospective studies will be needed to
address this issue.

Based on the available data, it appears that pre-
ventive interventions for adolescent depression can
be cost effective. Compared with usual care, a brief,
15-session, group CBT intervention has an estimated
incremental cost of $9275 per quality-adjusted life-year
(95% CI, —$12148 to $45641) (Lynch et al. 2005).
Recently, there has been increasing interest in
Web-based applications for delivering CBT also to
adolescents, and these approaches, if found effective,
could translate into an even greater cost effectiveness.
Furthermore, a better understanding of the gene
environment interaction processes may allow a more
precise identification of high-risk individuals, so that
more targeted and efficient preventive strategies may
be developed.

Treatment of depression in childhood and
adolescence: How effective? How safe?

There is debate on the therapeutic value of treatment
adolescents with
depression. An episode of depression usually lasts
for months, sometimes years. Even when depression

interventions for children and
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eventually abates, residual symptoms often persist
and functional
Furthermore, recurrence is common. Thus, despite
the tendency of depression toward spontaneous
improvement in at least one-third of the cases,

recovery remains incomplete.

especially those with milder symptoms, there is gen-
eral agreement that youths with moderate-to-severe
depression should be treated (Birmaher et al. 2007).
A number of controlled clinical trials have shown that
both psychotherapeutic and pharmacological interven-
tions can be effective for children aged between 7 and
18 (Weisz et al. 2006; Bridge et al. 2007). In particular,
CBT and interpersonal therapy have been found better
than non-specific support or family therapy, and two
antidepressant medications have been approved by
the U.S. Food and Drug Administration for the treat-
ment of depression during development: fluoxetine
for age 7-17 and escitalopram for age 12-17.
However, because patients with depression often
improve with non-specific clinical contact (‘placebo
response’), the treatment effect (i.e. the difference
between specific treatment and control) is, on average,
small. When the difference is expressed in standard
deviation units (Cohen’s effect size), CBT has an aver-
age effect size of 0.34 and the selective serotonin
reuptake inhibitors (SSRIs) of 0.25, with an NNT
around 10 for SSRIs (Bridge et al. 2007). These are
small effect sizes, based on conventional standards,
and indicate that current treatments have, on average,
a modest therapeutic effect. The high placebo response
is in good part responsible for this small effect. The
placebo response is the cumulative effect of a number
of factors, such as spontaneous remission, expectation
of improvement (or placebo effect proper), patient
recruitment strategies and mathematical regression to
the mean. As in adults, also in children, the milder is
the depression, the greater is the placebo response, at
least in pharmacological trials (Bridge et al. 2009).
Moreover, placebo response is greater in younger chil-
dren, probably because their mood tends to be more
reactive to non-specific support than later in life.
When considering meta-analyses of pediatric-
controlled trials in depression, it should be noted
that there is heterogeneity among trials, and that,
while many studies could not detect a statistically sig-
nificant difference between active treatment and pla-
cebo, some trials showed the presence of a clear-cut
effect. For example, the Treatment for Adolescents
with Depression Study (TADS), a U.S. publicly funded
multisite placebo-controlled trial that compared fluox-
etine, CBT, and their combination, found a response
rate of 61% on fluoxetine v. 35% on placebo, with an
effect size of 0.7, after 12 weeks of treatment (TADS,
2004). These rates correspond to an NNT of 4, which
is very favorable. The TADS participants suffered
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from a prolonged depressive disorder, with a median
duration of 40 weeks, and had a high rate of comorbid-
ity (52%), clinical characteristics that might have con-
tributed to a lower placebo response than in other
trials. The TADS also found that, for the population
of moderately to severely depressed adolescents, CBT
was not more effective than non-specific clinical con-
tact with pill placebo. But some patients, such as
those with milder depression, more cognitive distor-
tion, or higher socio-economic status, did quite well
on CBT, thus supporting a tailored approach to the
individual needs of adolescents with depression
(Curry et al. 2006).

More difficult is to interpret the comparison
between fluoxetine (which was delivered under
double-blind conditions) and the combination of fluox-
etine and CBT (delivered openly, with outcomes
assessed by independent blinded evaluators) (March &
Vitiello, 2009). While the combination was associated
with a more rapid symptomatic improvement, the
response rate at 12 weeks (71%) was not statistically
different from fluoxetine alone (61%). Furthermore, in
the following 6 months of treatment, the response rate
on all the active treatment (fluoxetine, CBT, and combi-
nation) gradually converged to final rates between 81
and 86% at 9 months (TADS, 2007). These data indicate
that SSRI treatment with fluoxetine speeds up improve-
ment, but the distal outcome may not be influenced by
the type of treatment.

Other considerations, however, are in order.
Antidepressant treatment has been found, rather unex-
pectedly and counter-intuitively, to be associated with
a higher risk of suicidal events, such as suicidal idea-
tion and suicide attempts (but not complete suicide!),
compared to placebo (Hammad et al. 2006). In a
meta-analysis of 13 trials in depression, the average
rate of suicidal events was 3% on antidepressant and
2% on placebo (Bridge et al. 2007). In the TADS, over
the 9-month period of treatment, the rate was 14.7%
in the fluoxetine alone group, 6.3% in the CBT group
and 8.4% in the combination group (TADS Team,
2007). If combining CBT with medication reduces
the risk of suicidal events, then it would be advan-
tageous to use this more intensive treatment approach
rather than medication alone. The higher cost of
CBT would be compensated by the lower risk of
suicidal events, an outcome that is often associated
with expensive emergency interventions and hospital-
ization (Domino et al. 2009). The current data, how-
ever, are not univocal in supporting the use of
combined treatment (Vitiello, 2009). A U.K. random-
ized trial of fluoxetine alone v. the combination fluox-
etine/CBT in adolescent depression could not find any
differences between the two treatment modalities in
either efficacy or suicidality, thus raising doubts
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about the value of systematically adding CBT to medi-
cation (Byford et al. 2007; Goodyer et al. 2007).

The ultimate goal of treatment is remission of the
depressive episode and full recovery of functioning.
Not surprisingly, achieving these outcomes takes
longer than simply decreasing depressive symptoms
(Vitiello et al. 2006). With treatment, the chance of
reaching remission by 9 months is estimated to be
about 60% (Kennard ef al. 2009). Most youths who
reach remission maintain this depression-free status
for at least 1-year (TADS Team, 2009), but about one-
fourth relapse (Vitiello et al. 2010). Unfortunately,
there is no evidence that having received CBT confers
per se protection again relapse. However, there are sug-
gestions that adding continuation CBT sessions after
acute improvement may decrease the risk of relapse
(Kennard et al. 2008). Continuing antidepressant treat-
ment after acute response also decreases the risk of
relapsing (Emslie et al. 2008).

Even with state-of-the-art treatment, about a third of
depressed youths do not improve after first-step treat-
ment and therefore require second-step interventions.
A recently reported trial compared different second-
step interventions for depressed adolescents who had
not improved on an adequate course of SSRI (Brent
et al. 2008). These adolescents were randomly assigned
to switching to another SSRI or to venlafaxine, with or
without CBT. At 12 weeks, those randomized to com-
bined antidepressant/CBT had a greater rate of
improvement (55%) than those treated just with medi-
cation (40%). However, contrary to TADS, CBT did not
decrease the risk of suicidality compared to medi-
cation. The cumulative remission rate was 39% after
24 weeks of treatment and 61% by 72 weeks, thus con-
firming that, for at least one-third of cases, adolescent
depression persists, although attenuated, over time
(Emslie et al. 2010; Vitiello et al. 2010).

The finding that antidepressant use raised the risk
for suicidal events compared to placebo has raised
questions as to the possible mechanisms for this para-
doxical effect. It has been proposed that SSRI may
cause behavioral activation in some individuals, with
increase in anxiety and mood instability, which in
turn would lead to suicidal thoughts and behaviors.
The data, however, do not seem to support this
hypothesis, as most suicidal events occur in the context
of persisting depression and insufficient improvement,
but are not preceded by clinical signs of behavioral
activation (Vitiello et al. 20094, b). It must be pointed
out that no complete suicide occurred in the anti-
depressant clinical trials in children and adolescents,
and that epidemiological data actually suggest that
increased use of antidepressants in the community
was accompanied by a decreased incidence of suicide
(Gibbons et al. 2006).
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A particularly important issue is how to treat adoles-
cents who are depressed and are at especially high risk
for suicide due to a recent suicide attempt. Suicide is
multidetermined, and various factors can contribute to
it (Vitiello & Pearson, 2008). Having recently attempted
suicide considerably increases the risk of attempting it
again in the near future, with estimated rates of recur-
rence as high as 30% within the following 6 months.
Depression is an independent risk of suicide. Thus,
the combination of being depressed and having recently
attempted suicide confers a particularly high risk for
recurrence. Little empirical evidence currently exists to
guide treatment for these patients, who have been
systematically excluded from clinical trials on safety
and ethical ground. Recently, a pilot, non-randomized,
patient-choice study specifically enrolled depressed
adolescents who had attempted suicide in the past 3
months (Brent et al. 2009; Stanley et al. 2009; Vitiello
et al. 20094). Youths were treated mainly with SSRI
and CBT for 6 months, during which 12% experience
another reattempt. Depression, however, improved
over time at a rate that was comparable to that observed
in non-suicidal depressed adolescents (Vitiello et al.
2009q). These data suggest that antidepressant treat-
ment can be of benefit to depressed youths at high
risk for suicide, but also confirm that suicidal behavior
is determined by other factors besides depression and
that, improvement of depression per se, may not necess-
arily avert the risk for suicide.

Where do we go from here?

Even from this brief overview, it is evident that a con-
siderable amount of research has been conducted on
child and adolescent depression in recent years. This
is a significant accomplishment, especially when con-
sidering that until the 1980s it was seriously doubted
that children could experience depression. Research
has shown that depression can indeed be successfully
prevented and treated during development. As a con-
sequence, screening of adolescents (12-18 years of age)
for major depressive disorder is now recommended in
primary care pediatric settings with the purpose of
early identification, treatment and possible referral to
mental health specialized care (U.S. Preventive
Services Task Force, 2009).

However, research has also revealed the limitations
of the current treatment approaches, which are on
average only modestly effective. The relatively small
therapeutic benefit of the available interventions
may be in part an artifact of the considerable het-
erogeneity of the current nosological construct of
depression. As discussed, this heterogeneity may be
even greater in childhood than in adulthood, because
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the manifestations of psychopathology are often
incomplete during development, with consequent
diagnostic uncertainty, for example, regarding possible
bipolarity. It seems logical to focus on ways to person-
alize treatment by trying to identify subgroups of
patients more likely to benefit from specific interven-
tions rather than pursue interventions that fit all.
While previous efforts to subtype depression go back
several decades and have not been successful, novel
approaches, possibly trying to integrate multiple
types of clinical and genetic information, may offer
new perspectives (Fournier et al. 2009; Ising et al.
2009; Zimmermann et al. 2009). Most importantly, it
is now evident that any meaningful effort to change
the life time trajectory of mood psychopathology and
avert the burden of depression must include interven-
tions focused on children and adolescents.

Disclosures

The author reports no financial relationships with
pharmaceutical companies during the past 10 years.

The opinions and assertions contained in this report
are the private views of the author and are not to be
construed as official or as reflecting the views of the
Department of Health and Human Services, the
National Institutes of Health or the National Institute
of Mental Health.

References

Birmaher B, Brent D, the AACAP Work Group on Quality
Issues (2007). Practice parameter for the assessment and
treatment of children and adolescents with depressive
disorders. Journal of the American Academy of Child and
Adolescent Psychiatry 46, 1503-1526.

Brent D, Emslie G, Clarke G, Wagner K, Asarnow J, Keller
M, Vitiello B, Ritz L, Iyengar S, Abebe K, Birmaher B,
Ryan N, Kennard B, Hughes C, DeBar L, McCracken J,
Strober M, Suddath R, Spirito A, Leonard H, Porta G,
Onorato M, Zelazny J (2008). The Treatment of
Adolescents with SSRI-Resistant Depression (TORDIA).

A comparison of switch to venlafaxine or to another SSRI,
with or without additional cognitive behavioral therapy.
Journal of the American Medical Association 299, 901-913.

Brent D, Greenhill LL, Compton S, Emslie G, Wells K,
Walkup J, Vitiello B, Bukstein O, Stanley B, Posner K,
Kennard BD, Cwik M, Wagner A, Coffey B, March J,
Riddle M, Goldstein T, Curry J, Barnett S, Capasso L,
Zelazny ], Hughes J, Shen S, Gugga S, Turner JB (2009).
The Treatment of Adolescent Suicide Attempters Study
(TASA): predictors of suicidal events in an open treatment
trial. Journal of the American Academy of Child and Adolescent
Psychiatry 48, 987-996.

Bridge JA, Birmaher B, Iyengar S, Barbe RP, Brent DA
(2009). Placebo response in randomized controlled trials of


https://doi.org/10.1017/S2045796011000102

42 B. Vitiello

antidepressants for pediatric major depressive disorder.
American Journal of Psychiatry 166, 42—49.

Bridge JA, Iyengar S, Salary CB, Barbe RP, Birmaher B,
Pincus HA, Ren L, Brent DA (2007). Clinical response and
risk for reported suicidal ideation and suicide attempts in
pediatric antidepressant treatment: a meta-analysis of
randomized controlled trials. Journal of the American Medical
Association 297, 1683-1696.

Byford S, Barrett B, Roberts C, Wilkinson P, Dubicka B,
Kelvin RG, White L, Ford C, Breen S, Goodyer I (2007).
Cost-effectiveness of selective serotonin reuptake inhibitors
and routine specialist care with and without cognitive
behavioural therapy in adolescents with major depression.
British Journal of Psychiatry 191, 521-527.

Centers for Disease Control and Prevention (2006). The 10
Leading Causes of Death, United States. National Center
for Injury Prevention and Control (http:/webappa.cdc.gov/
cgi-bin/broker.exe).

Clarke GN, Hornbrook M, Lynch F, Polen M, Gale J,
Beardslee W, O’Connor E, Seeley J (2001). A randomized
trial of a group cognitive intervention for preventing
depression in adolescent offspring of depressed parents.
Archives of General Psychiatry 58, 1127-1134.

Copeland WE, Shanahan L, Costello EJ, Angold A (2009).
Childhood and adolescent psychiatric disorders as
predictors of young adult disorders. Archives of General
Psychiatry 66, 764-772.

Costello EJ, Erkanli A, Angold A (2006). Is there an epidemic
of child and adolescent depression? Journal of Child
Psychology and Psychiatry 47, 1263-1271.

Costello EJ, Mustillo S, Erkanli A, Keeler G, Angold A
(2003). Prevalence and development of psychiatric
disorders in childhood and adolescence. Archives of General
Psychiatry 60, 837-844.

Curry JF, Rohde P, Simons A, Silva S, Vitiello B, Kratochvil
CJ, Reinecke MA, Feeny N, Wells KC, Pathak S, Weller E,
Rosenberg D, Kennard BD, Robins M, Ginsburg GS,
March JS (2006). Predictors and moderators of acute
outcome in the Treatment for Adolescents with Depression
Study (TADS). Journal of the American Academy of Child and
Adolescent Psychiatry 45, 1427-1439.

Domino ME, Foster EM, Vitiello B, Kratochvil CJ, Burns BJ,
Silva SG, Reinecke RA, March ]S (2009). The relative
cost-effectiveness of treatments for adolescent depression:
36-week results from the TADS randomized trial. Journal of
the American Academy of Child and Adolescent Psychiatry 48,
711-720.

Emslie G, Mayes T, Porta G, Vitiello B, Clarke G, Wagner
KD, Asarnow JR, Spirito A, Birmaher B, Ryan N,
Kennard B, DeBar L, McCracken JT, Strober M,

Onorato M, Zelazny J, Keller M, Iyengar S, Brent DA
(2010). Treatment of resistant depression in adolescents
(TORDIA): week 24 outcomes. American Journal of
Psychiatry 167, 782-791.

Emslie GJ, Kennard BD, Mayes TL, Nightingale-Teresi J,
Carmody T, Hughes CW, Rush AJ, Tao R, Rintelmann JW
(2008). Fluoxetine versus placebo in preventing relapse of
major depression in children and adolescents. American
Journal of Psychiatry 165, 459-467.

https://doi.org/10.1017/52045796011000102 Published online by Cambridge University Press

Fergusson DM, Horwood L], Ridder EM, Beautrais AL
(2005). Subthreshold depression in adolescence and mental
health outcomes in adulthood. Archives of General Psychiatry
62, 66-72.

Fournier JC, DeRubeis RJ, Shelton RC, Hollon SD,
Amsterdam JD, Gallop R (2009). Prediction of response to
medication and cognitive therapy in the treatment of
moderate to severe depression. Journal of Consulting and
Clinical Psychology 77, 775-787.

Garber J, Clarke GN, Weersing VR, Beardslee WR, Brent
DA, Gladstone TR, DeBar LL, Lynch FL, D’Angelo E,
Hollon SD, Shamseddeen W, Iyengar S (2009). Prevention
of depression in at-risk adolescents: a randomized
controlled trial. Journal of the American Medical Association
301, 2215-2224.

Gibbons RD, Hur K, Bhaumik DK, Mann JJ (2006). The
relationship between antidepressant prescription rates and
rate of early adolescent suicide. American Journal of
Psychiatry 163, 1-7.

Goodyer I, Dubicka B, Wilkinson P, Kelvin R, Roberts C,
Byford S, Breen S, Ford C, Barrett B, Leech A, Rothwell J,
White L, Harrington R (2007). Selective serotonin reuptake
inhibitors (SSRIs) and routine specialist care with and
without cognitive behaviour therapy in adolescents with
major depression: randomized controlled trial. British
Medical Journal 335, 142.

Hammad TA, Laughren T, Racoosin ] (2006). Suicidality in
pediatric patients treated with antidepressant drugs.
Archives of General Psychiatry 63, 332-339.

Hollon SD, Stewart MO, Strunk D (2006). Enduring effects
of cognitive behavior therapy in the treatment of
depression and anxiety. Annual Review of Psychology 57,
285-315.

Ising M, Lucae S, Biner EB, Bettecken T, Uhr M, Ripke S,
Kohli MA, Hennings JM, Horstmann S, Kloiber S, Menke
A, Bondy B, Rupprecht R, Domschke K, Baune BT, Arolt
V, Rush AJ, Holsboer F, Miiller-Myhsok B (2009).

A genomewide association study points to multiple loci
that predict antidepressant drug treatment outcome in
depression. Archives of General Psychiatry 66, 966-975.

Kennard B, Silva SG, Tonev S, Rohde P, Hughes JL, Vitiello
B, Kratochvil CJ, Curry JF, Emslie GJ, Reinecke M, March
J (2009). Remission and recovery in the Treatment for
Adolescents with Depression Study (TADS): acute and
long-term outcomes. Journal of the American Academy of
Child and Adolescent Psychiatry 48, 186-195.

Kennard BD, Emslie GJ, Mayes TL, Nightingale-Teresi J,
Nakonezny PA, Hughes JL, Jones JM, Tao R, Stewart SM,
Jarrett RB (2008). Cognitive-behavioral therapy to prevent
relapse in pediatric responders to pharmacotherapy for
major depressive disorder. Journal of the American Academy
of Child and Adolescent Psychiatry 47, 1395-1404.

Kessler RC, Aguilar-Gaxiola S, Alonso J, Chatterji S, Lee S,
Ormel J, Ustiin TB, Wang PS (2009). The global burden of
mental disorders: an update from the WHO World Mental
Health (WMH) surveys. Epidemiologia e Psichiatria Sociale 18,
23-33.

Kessler RC, Berglund P, Demler O, Jin R, Merikangas KR,
Walters EE (2005). Lifetime prevalence and age-of-onset


https://doi.org/10.1017/S2045796011000102

Prevention and treatment of child and adolescent depression 43

distributions of DSM-IV disorders in the National
Comorbidity Survey Replication. Archives of General
Psychiatry 62, 593-602.

Lynch FL, Hornbrook M, Clarke GN, Perrin N, Polen MR,
O’Connor E, Dickerson J (2005). Cost-effectiveness of an
intervention to prevent depression in at-risk teens. Archives
of General Psychiatry 62, 1241-1248.

March JS, Vitiello B (2009). Clinical messages from the
Treatment for Adolescents with Depression Study (TADS).
American Journal of Psychiatry 166, 1118-1123.

Mathers C, Boerma T, Ma Fat D (2005). The global burden of
disease: 2004 update. World Health Organization Press
(http:/www.who.int/healthinfo/global_burden_disease/
GBD_report_2004update_full.pdf).

Merikangas KR, He J-P, Brody D, Fisher PW, Bourdon K,
Koretz DS (2010). Prevalence and treatment of mental
disorders among US children in the 2001-2004 NHANES.
Pediatrics 125, 75-81.

Owens PL, Thompson J, Elixhauser A, Ryan K (2003). Care of
Children and Adolescents in U.S. Hospitals. Agency for
Healthcare Research and Quality: Rockville, MD. HCUP
Fact Book N0.4, AHRQ Publication No. 04-0004.

Regeer EJ, Krabbendam L, de Graaf R, Ten Have M,
Nolen WA, van Os J (2006). A prospective study of the
transition rates of subthreshold (hypo) mania and
depression in the general population. Psychological Medicine
36, 619-627.

Sourander A, Klomek AB, Niemelid S, Haavisto A,
Gyllenberg D, Helenius H, Sillanmaiki L, Ristkari T,
Kumpulainen K, Tamminen T, Moilanen I, Piha J,
Almgqvist F, Gould MS (2009). Childhood predictors of
completed and severe suicide attempts: findings from the
Finnish 1981 Birth Cohort Study. Archives of General
Psychiatry 66, 398-406.

Stanley B, Brown G, Brent D, Wells K, Poling K, Curry J,
Kennard BD, Wagner A, Cwik M, Klomek AB, Goldstein
T, Vitiello B, Barnett S, Daniel S, Hughes ] (2009).
Cognitive-Behavioral Therapy for Suicide Prevention
(CBT-SP): treatment model, feasibility, and acceptability.
Journal of the American Academy of Child and Adolescent
Psychiatry 48, 1005-1013.

TADS Team (2004). The Treatment for Adolescents with
Depression Study (TADS): short-term effectiveness and
safety outcomes. Journal of the American Medical Association
292, 807-820.

TADS Team (2007). The Treatment for Adolescents with
Depression Study (TADS): long-term effectiveness and
safety outcomes. Archives of General Psychiatry 64, 1132—
1144.

TADS Team (2009). The Treatment for Adolescents with
Depression Study (TADS): outcomes over one year of
naturalistic follow-up. American Journal of Psychiatry 166,
1141-1149.

https://doi.org/10.1017/52045796011000102 Published online by Cambridge University Press

U.S. Preventive Services Task Force (2009). Screening and
treatment for major depressive disorder in children and
adolescents: US preventive services task force
recommendation statement. Pediatrics 123, 1223-1228.

Vitiello B (2009). Combined cognitive-behavioural therapy
and pharmacotherapy for adolescent depression: does it
improve outcomes compared with monotherapy? CNS
Drugs 23, 271-280.

Vitiello B, Brent D, Greenhill LL, Emslie G, Wells K,
Walkup JT, Stanley B, Bukstein O, Kennard BD,
Compton S, Coffey B, Cwik MF, Posner K, Wagner A,
March JS, Riddle M, Goldstein T, Curry J, Capasso L,
Mayes T, Shen S, Gugga SS, Turner JB, Barnett S,
Zelazny J (2009a). Depressive symptoms and clinical status
during the Treatment of Adolescent Suicide Attempters
Study (TASA). Journal of the American Academy of Child and
Adolescent Psychiatry 48, 997-1004.

Vitiello B, Emslie G, Clarke G, Wagner KD, Asarnow JR,
Keller M, Birmaher B, Ryan N, Kennard B, Mayes T,
DeBar L, Lynch F, Dickerson J, Strober M, Suddath R,
McCracken JT, Spirito A, Onorato M, Zelazny J, Porta G,
Iyengar S, Brent D (2010). Long-term outcome of adolescent
depression initially resistant to SSRI treatment. Journal of
Clinical Psychiatry. [Epub ahead of Print on Nov. 16]

Vitiello B, Pearson JL (2008). An adolescent at high risk for
suicidal behavior. American Journal of Psychiatry 165, 323—
328.

Vitiello B, Rohde P, Silva SG, Wells KC, Casat C, Waslick
BD, Simons A, Reinecke MA, Weller EB, Kratochvil CJ,
Walkup J, Pathak S, Robins M, March JS (2006). Effects of
treatment on level of functioning, global health, and quality
of life in depressed adolescents. Journal of the American
Academy of Child and Adolescent Psychiatry 45, 1419-1426.

Vitiello B, Silva S, Rohde P, Kratochvil C, Kennard B,
Reinecke M, Mayes T, Posner K, May DE, March JS
(2009b). Suicidal events in the Treatment for Adolescents
with Depression Study (TADS). Journal of Clinical Psychiatry
70, 741-747.

Weissman MM, Pilowsky DJ, Wickramaratne PJ, Talati A,
Wisniewski SR, Fava M, Hughes CW, Garber J, Malloy E,
King CA, Cerda G, Sood AB, Alpert JE, Trivedi MH, Rush
AJ (2006). STAR*D-Child Team. Remissions in maternal
depression and child psychopathology: a STAR*D-child
report. Journal of the American Medical Association 295, 1389—
1398.

Weisz JR, McCarthy CA, Valeri SM (2006). Effects of
psychotherapy for depression in children and adolescents:
a meta-analysis. Psychological Bulletin 132, 132-149.

Zimmermann P, Briickl T, Nocon A, Pfister H, Lieb R,
Wittchen HU, Holsboer F, Angst J (2009). Heterogeneity of
DSM-IV major depressive disorder as a consequence of
subthreshold bipolarity. Archives of General Psychiatry 66,
1341-1352.


https://doi.org/10.1017/S2045796011000102



